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Nghién ctru xay dung b@’mﬁu ngoai kiem
cho xét nghiém huyét thanh hoc
dong thoi HBsAg va anti-HCV

Lé Tran Bao Uyén', Tran Ton? Nguyén Thi Minh Thuén"*
"'Pai hoc Y Dugc TP. H6 Chi Minh
2 Vien Pasteur TP. Ho Chi Minh

Summary

External Quality Assessment (EQA) is one of the methods that provide quality assurance and
quality enhancement in the progress of test result synchronization. The aim of this study was to
establish EQA samples for the proficiency dual HBsAg and anti-HCV serological testing complied
with the specification of homogeneity and stability. Each panel contained 12 coded samples
including three negative, three positive for HBsAg, three positive for anti-HCV, three positive for dual
HBsAg and anti-HCV evaluated stability, homogeneity and sterile. The results showed that the
samples in panel met homogeneity (p > 0.05) and sterile, samples were stable for 14 days at
25 + 2°C and at least 60 days after storage at 2-8°C, those also were stable in transportation
condition. The EQA samples for dual HBsAg and anti-HCV serological test was developed in order

to use widely in the proficiency test for testing laboratories in Vietnam.
Keywords: External quality assessment; dual HBsAg and anti-HCV, panel.

Dat van dé

Viém gan la van dé strc khde trén toan ciu
va la nguyén nhan gay suy giam chc ndang gan.
Viém gan B va viém gan C c6 nhiéu dac diém
twong déng bao gdm kha nang lay nhiém dang
ké trén toan cau, cac phwong thic lay truyén
bénh. HBsAg va anti-HCV |a xét nghiém sang loc
dau tién dbi voi viem gan B va viem gan C " 4,
D& chinh xac, dé tin cay la van dé quan trong
trong céng tac sang loc, dinh hwéng tiép can
cham séc y t&. Tham gia chwong trinh ngoai
kiém gop phan ddm bdo do tin cay déi voi két
gué phan tich gitra cac phong xét nghiém (PXN),
tirng buwéc hwéng dén viéc lién théong va cong
nhan két qua xét nghiém, cung cap béng ching
khach quan vé& nang lyc ctia phong xét nghiém.
Tai Viét Nam chwa cé don vi ndo cung cép
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chuong trinh ngoai kiém déng thdi HBsAg va
anti-HCV béng bd mau ty san xuét, nén viéc
khuyén khich tat ca cac phong xét nghiém tham
gia ngoai kiém gap nhiéu khé khan vé kinh phi
va cung cap mau. Muc tiéu cia dé tai l1a nghién
clru san xuét bd mau ngoai kiém (b panel) cho
xét nghiém huyét thanh hoc dong thei HBsAg va
anti-HCV dat cac yéu cau vé do déng nhat va do
4n dinh theo tiéu chuan I1SO Guide 35 va ISO
13528.

Nguyén liéu va phwong phap

Nguyén liéu

M3u huyét twong

Céc tui huyét twong dwoc cung cép tir Bénh
vién Truyén méau Huyét hoc TP. H& Chi Minh, da
dwoc sang loc am tinh v&i khang thé HIV %,
khang thé khang HLTV % va khang thé khang
giang mai. Mau dwoc lwu triv & nhiét do - 20°C.

Héa chét - trang thiét bj

Cac sinh phdm Elecsys HBsAg Il (Hang
Roche), Architect HBsAg Qualitative (Hang
Abbott), Advia Centaur XP (Hang Siemens)
dung cho xét nghiém (XN) HBsAg; cac sinh
phdm Elecsys anti-HCV Il (Hang Roche),
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Architect anti-HCV (Hang  Abbott), ADVIA
Centaur HCV (Hang Siemens) dung cho xét
nghiém anti-HCV; B kit Elecsys khéng dinh
HBsAg (Hang Roche); Bo kit khdng dinh anti-
HCV InnoLia™ HCV score (hdng Fuiirebio);
thrombin (Hang Sigma — My); proclin™ 300
(Hang Supelco — My). Cac hé théng may xét
nghiém ty déong cho HBsAg va anti-HCV gém
E411 Cobas (Hang Roche), Architect (Hang
Abbott) va Centaur XPT (Hang Siemens).

Phwong phap nghién ciru

Xéc dinh dic tinh mau, chon méu

Xéac dinh déc tinh m&u: M&u sau khi thu thap
sé duwgc xét nghiém lai dé xac dinh lai dac tinh
mau bang 3 hé théng xét nghiém (dwoc cong
nhan IVD cho chén doan) tai Vién Pasteur TP.
Hb Chi Minh I& Cobas - Roche, Architect -
Abbott va Centaur XPT - Siemens. Két qua xac
dinh: Dwong tinh khi ty I& S/CO (Signal/Cut-off:
Tin hiéu mau/gia tri nguwdng) cla mau the = 1;
am tinh khi S/CO < 1 B4,

Chon méu: Mau huyét twong dwong tinh
HBsAg la méu ddng thoi cho két qua HBsAg
duong tinh v&i 3 loai sinh phdm Elecsys HBsAg
I, Architect HBsAg Qualitative, ADIVA Centaur
HBsAg; Mau huyét twong dwong tinh anti-HCV
la mau déng thdi cho két qué anti-HCV dwong
tinh v&i 3 loai sinh phdm Elecsys Anti-HCV I,
Architect anti-HCV, ADIVA Centaur HCV; Mau
huyét twong dwong tinh déng thdi HBsAg va
anti-HCV la mau ddng thdi cho két qué HBsAg
dwong tinh va anti-HCV dwong tinh v&i cac sinh
phdm xét nghiém trén 3 hé théng may; Mau
huyét twong am tinh la ma&u cho két qua am tinh
véi cac yéu td HBsAg, anti-HCV véi cac sinh
phdm xét nghiém trén 3 hé théng may. Cac mau
huyét twong nay khéng cé mau dé (bi tan huyét)
va déng vén vé mat cdm quan.

Chuyén déi huyét
huyét thanh

Quy trinh chuyén ddi huyét twong thanh
huyét thanh dwoc thwc hién twong tw nhw
nghién ctru trwdc dé Pl Cac huyét twong sé
duwoc chuyén dbi thanh huyét thanh bang
phwong phap thrombin héa va dwgc bao quan
bang Proclin™ 0,05%. Bac tinh mau trong dich
huyét thanh thu dwoc sé duwoc kiém tra lai béng
3 hé théng may xét nghiém ty déng. Cac mau
huyét thanh dwong tinh HBsAg duoc

twong thanh

khang dinh bdng sinh phdm Elecsys HBsAg
Confirmatory Test, mau huyét thanh c6 két qua
anti-HCV dwong tinh dwoc khdng dinh bang
sinh phdm Inno-Lia™ HCV score - Fujirebio
trwéc khi phan phéi mau va gvi cho cac phong
xét nghiém 1,

Panh gia d6 déng nhat méau

Céac mau huyét thanh da dwoc danh gia déc
tinh mau sé dwoc cho ma sb va chia vao ting
bng cryotube 2 ml vé&i thé tich 0,5 ml. V&i méi
ma s6 mau, chon ngdu nhién 10 éng (thdi diém
To), mdéi éng mau dwoc danh bang xét nghiém
HBsAg va anti-HCV, méi xét nghiém I&p lai 2 14n
trén hé thdng Cobas-Roche. Gia tri S/CO sau 2
lAn xét nghiém dwoc dwa vao phan tich ANOVA
1 yéu tb dé danh gia do ddng nhét gitra cac
cryotube "1,

Panh gia dé én dinh bé miu & diéu kién
van chuyén, nhiét dé phong va nhiét do
bdo quan2-8°C

Dya theo tiéu chudn ISO/IEC 17043:2010
va TCVN 82458 ° chon ngdu nhién 10 bd
mau dwoc hoan chuyén vé tir cac PXN. So sanh
két qua trung binh gia tri S/CO ctia nhém méau
van chuyén véi nhém mau & thoi diém T, khac
nhau cé y nghia théng k& hay khéng. Ngoai ra,
cac bod panel dwoc theo déi én dinh & nhiét do
phong trong 14 ngay va & diéu kién bao quan &
2 — 8 °C sau 60 ngay, so v&i nhdm mau & thoi
diém T, khac nhau c6é y nghia théng k& hay
khéng. Mau dwoc danh gia on dinh cao khi dd
phan tan cta két qua (CV%) < 10% va dac tinh
am, dwong khong thay ddi gitra cac 1an chay.

Panh gia tinh vé khuan cia méu

Chon ngéu nhién 5 bd mau kiém tra d6 vo
khuan "% Céy hang rao trai déu mau trén mat
thach Mueller Hinton va thach Sabouraud. Sau
dé mang cac dia thach Mueller Hinton 0 trong tu
&m & diéu kién 5% CO, /37 °C /24 gid va dé cac
dia thach Sabouraud & nhiét 6 phong 25 °C
trong 5 ngay. Kiém tra sw phat trién cla vi
khudn, vi ndm trén mat thach sau thoi gian u.

Thiét ké bé panel thir nghiém va danh gia
chét lvong bé mau

Bo panel thiét ké ban dau gébm 12 mau, mdi
mau chira trong cryotube 2 ml véi 0,5 ml huyét
thanh bao gébm cac méu: 3 mau am tinh, 3 mau
duwong tinh HBsAg, 3 m&u dwong tinh anti-HCV
va 3 mau duong tinh ddng thdi HBsAg va
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anti-HCV. Céac bd panel nay dwoc danh gia dé
ddng nhéat va do &n dinh theo tiéu chuan ISO
Guide 35 va I1SO 13528 " 9. Sau d6, 20 bod
panel dwoc glri cho cac PXN thudc khu vuc
phia Nam s&r dung hé théng mién dich tw dong
dé thuwc hién xét nghiém HBsAg va anti-HCV.
Két qua danh gia cta cac don vi cho biét chat
lwgng mau san xuét.

Xtr ly sé liéu

Céc sb ligu dwoc xtv ly théng ké bang phén
mém Excel 2010 theo tiéu chuan 1SO 13528 [,
Két qua dwoc trinh bay dwdi dang trung binh
+ SD (d6 léch chuén). Dung phép kiém ANOVA
1 yéu t6 d& danh gia d6 déng nhat mau. Dung
ham t-test d& so sanh hai nhém gia tri trung
binh. Sy khac biét dwgc xem c6 y nghia khi
p <0,05.

Pao dirc nghién ciru: Nghién ciru nay da
duoc thong qua theo Quyét dinh sb 422/DHYD
— HPDD clia Hoi déng Dao dirc Trwdng Pai hoc
Y Dwoc TP. HS Chi Minh.

Két qua

Két qua xu
thanh huyét thanh

Mau huyét twong sau khi x& ly bang phuong
phap thrombin héa cé mau vang, trong subt. Két
qua kiém tra lai cho thdy dac tinh mau khéng
thay déi sau cac bwdc x& ly mau véi thrombin
va thém proclin™ 300; 0,05%.

ly mau huyét twong

Xay dwng bé mau chuan

12 mau cryotube d& dwgc ma héa va danh
gia dac tinh mau dwoc chon dé thiét ké bdo mau
chuédn (b6 panel) (bang 1).

Bang 1. Céc déc tinh mau trong bé panel

Mau trong Ddac tinh Déc tinh
bo panel HBsAg anti-HCV
HBC-01 HBsAg () anti-HCV ()
HBC-02 HBsAg (+) anti-HCV (-)
HBC-03 HBsAg (+) anti-HCV (+)
HBC-04 HBsAg () anti-HCV (-)
HBC-05 HBsAg () anti-HCV (+)
HBC-06 HBsAg (+) anti-HCV (-)
HBC-07 HBsAg (1) anti-HCV (+)
HBC-08 HBsAg () anti-HCV ()
HBC-09 HBsAg (+) anti-HCV ()
HBC-10 HBsAg () anti-HCV (+)
HBC-11 HBsAg (+) anti-HCV (+)
HBC-12 HBsAg (+) anti-HCV (+)

(-): Am tinh (+): Duong tinh

Két qua danh gia d6 déng nhat

Phan tich bang phép kiém ANOVA 1 yéu t6
cho thdy két qua xét nghiém trén 10 éng co
cung méa sé dwoc ldy ngau nhién tir 10 bo panel
khac nhau khéng c6 y nghia thdng ké (p > 0,05)
(b&ng 2). Vi vay, cac mau déng nhat véi nhau.

Bang 2. Két qua phén tich théng ké do déng nhét cta cac méu

HBC- HBC- HBC- HBC- HBC- HBC- HBC- HBC- HBC- HBC- HBC- HBC-
01 02 03 04 05 06 07 08 09 10 11 12
(Hé’s 4g 035 095 075 100 100 098 100 100 041 100 100 089
p*
(ant- 094 062 048 045 091 094 100 09 066 100 072 1,00
HCV)

p*: phép kiém ANOVA 1 yéu té

Két qua danh gia do én dinh

Do 6n dinh b6 mau & diéu kién van chuyén:
Dung phép kiém t-test so sanh gia tri S/CO trung
binh ctia cac mau & thoi diém ban ddu va & diéu
kién van chuyén cho thay diéu kién van chuyén
khac biét khong c6 y nghia théng ké so véi ban
dau (p > 0,05). CV% cua tat cd cac mau déu
nhdé hon 10% va dac tinh HBsAg va anti-HCV

clia tAt ca cac mau khong thay déi (bang 3).

Do én dinh b6 mau & diéu kién nhiét do
phong va nhiét do bdo quan 2 - 8 °C: Cac bd
panel mau dwgc dé & nhiét do phong dén 14
ngay va & nhiét d6 bao quan 2 - 8 °C dén 60
ngay van chwa thay cé su khac biét vé dac tinh
mau so v&i thdi diém mau dwoc san xuét (To).
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Bang 3. D6 6n dinh & diéu kién van chuyén

HBC- HBC- HBC- HBC- HBC- HBC-06 HBC HBC- HBC- HBC- HBC- HBC-
01 02 03 04 05 -07 08 09 10 11 12
P*
(HBsAg) 0,89 0,27 0,45 0,89 0,54 0,16 0,21 0,48 0,63 0,76 0,06 0,62
CV% 3,33 2,00 8,45 7,90 4,28 3,34 4,24 6,58 9,71 4,68 2,76 1,65
(HBsAg) ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
P
(anti-HCV) 0,88 0,34 0,77 0,37 0,17 0,57 0,07 0,19 0,46 0,17 0,26 0,17
Cv% 8,33 1,14 8,13 2,28 3,58 2,48 0,93 1,58 2,20 1,02 1,41 1,52
(anti-HCV) & : : , : , : , : , , :
Két qua danh gia do vé khuan Ban ludn

Sau thi gian G quy dinh, két qué kiém tra
trén mat dia thach sabouraud va thach MH déu
khong xuét hién cac khom vi sinh vat, chirng td
bd panel dat d vé khuan (hinh 1).

o

> o :

Hinh 1. M3u huyét thanh (a) khéng c¢é vi ndm
moc trén thach Sabouraud
va (b) khong cé khém vi khuédn moc trén
thach mau MH

Két qua danh gia chat lwgng bo mau

Cac éng cryotube 2 ml dung mau huyét
thanh trong bd panel dwoc van chat np, dong
géi 3 I&p can than kém to hwéng dan s dung
va gri dén 20 don vi da dang ky tham gia dé
danh gia dac tinh mau. Hai mwoi don vi nay st
dung cac hé théng may mién dich tw dong. Két
qua nhan dwoc cho thdy cé 10 don vi si dung
may Cobas-Roche, 8 don vj s& dung sinh phdm
Architect-Abbott, 2 don vi con lai st dung sinh
phdm ctia Centaur-Simens va Alinity-Abbott. TAt
ca 20 don vi déu cho két qua danh gia d&c tinh
mau twong dong véi két qué clia nhém nghién
ctu. Vi vay bd mau thr nghiém dat yéu cau
d& sir dung trong chuwong trinh thir nghiém
thanh thao.

Xét nghiém tim HBsAg va anti-HCV hién nay
c6 thé thuc hién trén cd mau huyét thanh va
huyét twong. Tuy nhién, nhwoc diém clia méu
huyét twong la dé tao tGa vén va cé thé anh
hwong dén két qua phan tich mau ©. Vi vay,
chung téi da thu thap cac tai huyét twong déng
lanh tir Bénh vién Truyén méau - Huyét hoc TP.
H& Chi Minh. Trong nghién ciru nay, chdng ti
tién hanh phwong phap pha lodng méu do thyc
té sé& rat kho khdn dé tim dwoc mau cé néng dd
thap, déng thdi hién tai nhu cau tham gia ngoai
kiém huyét thanh hoc clia cac phong xét nghiém
rét 16n, vi vay viéc pha loang gidp chu dong
trong viéc tim dwoc dac tinh mau mong muén
va cung cap du thé tich mau ", Két qua danh
gia do déng nhéat va dd én dinh mau cho thay
cac mau pha lodng van dat chét lwong theo quy
dinh ctia bd mau ngoai kiém.

Vé sb lwong méu cta bd panel, nghién ciru
da xay dwng bod panel gbm 12 mau c6 day du
céac dac tinh dm tinh, dwong tinh véi HBsAg va
anti-HCV. Sé lwong mau trong bo panel thiét ké
cling phu hgp véi nghién clru trwdc doé cla
G. Pisani ', Tuy vao tiéu chi danh gia, mbi b
mau chudn cho tlrng chwong trinh ngoai kiém
c6 cac yéu cau khac nhau, tuy nhién mau ngoai
kiém c6 y&u cdu chung phai dat d6 dong nhat va
do 6n dinh theo tiéu chuan 1SO Guide 35 va ISO
13528. Cac mau huyét thanh trong bé panel cta
nghién clru nay da dat cac yéu cdu chat lwong
vé do ddéng nhéat, dd vo khuén, do 6n dinh & didu
kién van chuyén va cac diéu kién nhiét do khao
séat so v&i thoi diém ban dau T,.
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Két luan

Nghién clru nay da xay dwng thanh cong bd
panel v&i 12 mau gém cac déc tinh sau: 3 mau
am tinh, 3 miu dwong tinh HBsAg, 3 mau
dwong tinh anti-HCV, 3 mau nhiém dbng thoi
HBsAg va anti-HCV dat c4c tiéu chi chat lwong
mau vé dd 4n dinh, do déng nhat va dd vo
khudn. B mau nay cé thé dwoc st dung rong
rai cho cac chuwong trinh thir nghiém thanh thao
xét nghiém huyét thanh hoc déng théi HBsAg va
anti-HCV trong ca nwéc voi chi phi hop ly.

Nghién ctru nay duworc tai tro béi Quy Phat
trién Khoa hoc va Céng nghé TP. H6 Chi Minh
(thuéc S& KH & CN TP. H6 Chi Minh).
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Tong hO’p va khao sat hoat tinh khang khuan,
khang nam ciia mot s0 dan chat benzimidazol

Truwong Phuwong*, Nguyén Ngoc Pan Thiy, Diing Hoang Minh

Lé Hoang Phugng Linh, Pham Dirc Huy
Dai hoc Y Dwgc TP. H6 Chi Minh

Summary
Benzimidazole derivatives are present in many groups of drugs such as antidiabetic drugs,
cancer, viral, malaria, cardiovascular, neurological, endocrine, ophthalmic disease and especially
antimicrobial activity. In this research, benzimidazole derivatives with substituents at position five

and alkyl derivatives were
substances.

investigated the antibacterial and antifungal activity of synthetic

Key words: Benzimidazol, benzimidazol derivatives, alkyl derivatives.

Dat van dé

Benzimidazol dwoc coi la mot nhom thude
day hiva hen cla cac hop chét di vong duoc tao
thanh b&i imidazol va vong benzen, thé hién mét
loat hoat tinh sinh hoc ™. Cac d&n chét
benzimidazol cé mét trong nhiéu nhém thubc
nhw thuéc tri dai thao duwong, ung thw, virus, sét
rét, cac bénh tim mach, than kinh, noi tiét, nhan
khoa ¥, va dic biét la tac dung khang nim
khang khuan P2 Vi vay myc tiéu ctia nghién
ctru nay la tdng hop cac dan chét benzimidazol
v&i cac nhom thé & vij tri sd 5 va cac dan chéat
alkyl va khdo sat hoat tinh khang khuan, khang
nam cla cac chat tdng hop.

Nguyén liéu va phwong phap

Nguyén liéu

Nguyén liéu ding trong téng hop

3,4-diaminotoluen, 1,2-phenylendiamin,
4-nitro-o-phenylendiamin, acid formic, benzyl
bromid, 2-clorobenzyl-clorid, dicloromethan,
aceton, ethyl acetat, cloroform.

Nguyén liéu dung trong kiém nghiém

Ban méng silica gel GF254 ctia Hang Merck.

Chiju trach nhiém: Trurong Phuong
Email: nguyetphuong1234@gmail.com
Ngay nhan: 11/9/2020

Ngay phan bién: 26/02/2021

Ngay duyét bai: 20/4/2021

Cac hé dung méi: Hé (A): aceton - hexan

(45:55); hé (B): ethyl acetat - hexan (7:3);
hé (C): cloroform - aceton (6:4); hé (D):
cloroform - ethanol (65:35) va hé (E):

dicloromethan - ethanol (6:4).

Nguyén liéu thir vi sinh

Cac chung vi khudn dung trong thtr nghiém:
Staphylococcus aureus: MSSA (ATCC 26213),
MRSA (ATCC 33591), Streptococcus faecalis
ATCC 29212; Pseudomonas aeruginosa ATCC
27853; Escherichia coli ATCC 35218.

Cac chang ndm dung trong th(r nghiém:
Candida albicans,  Trichophyton  rubrum,
Trichophyton mentagrophytes.

Moi trwong thtr nghiém: Tryptic Soy Agar,
Tryptic Soy Broth, RPMI 1640.

Dung cu va trang thiét bj

Dung cu, trang thiét bj tbng hop va tinh ché
sén phdm: Can Kern ABS-220-4, t4 huat LV-
FH12A, may khudy ti gia nhiét, ca tir, bép dién,
may hat chan khong, phéu Buchner, may co
quay Stuart, t0 sdy Memmert xuat x& Blrc.

Kiém nghiém san phdm: May do MS
Shimadzu LCMS, may cong hwéng tr hat nhan
Bruker 500 MHz, may UVD-2960 cua Hang
Labomed, may quang phé hdng ngoai (Infared
Spectroscopy- IR) FTIR 8201 PC (SHIMADZU),
séc ky ban moéng GF,s4, binh séc ki, budng soi
UV VilberLourmart.

Phwong phap nghién ciru

Téng hop cac chét theo so dd sau:
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